S u b c u t a n e o u s a d m i n i s t r a t i o n of chloroform to male mice of various strains results in necrosis of considerable segments of renal p r o x i m a l c o n v o l u t e d tubules. This lesion is fully developed 2 days after injection, b u t does n o t cause t h e d e a t h of t h e animal. T h e m a j o r i t y of strains (except C3H/He) develop t u b u l a r regeneration1, 2. H a r mful effect seems to d e p e n d u p o n t h e a b s o r p t i o n of a metab01ite of chloroform b y t h e epithelium.
I n order to get some more i n f o r m a t i o n to shed light on t h e possible p a t h o m e c h a n i s m of t h e action of chloroform, we checked t h e effect of this s u b s t a n c e on t h e e p i t h e l i u m which regenerates after t h e 1st dose of t h e drug. W e a s s u m e d t h a t t h e possible effect of 2nd dose of chloroform m a y be expected in t h e later phase of regeneration w h e n t h e e p i t h e l i u m is morphologically more similar to t h e n o r m a l one, a n d t h e r e s t o r a t i o n of t u b u l a r a b s o r b i n g capacity more probable.
Material and method.
T h e e x p e r i m e n t was carried o u t on 30 male mice of t h e generation F1 (9 C 5 7 B L / 6 J N • C3H/He). E a c h mouse was injected s.c. w i t h a single dose of 0.1 ml of t h e solution: 0.05 g of chloroform in 1 ml of e t h y l Iaurate. On t h e 2nd, 4th, 6th, 8th, 10th a n d t 4 t h d a y after t h e 1st chloroform injection 1 mouse was killed in order to e v a l u a t e t h e t u b u l a r e p i t h e l i u m (control), a n d 4 mice were again t r e a t e d w i t h chloroform as m e n t i o n e d above. O u t of these 4 mice two were killed 2 days, a n d two 14 days after t h e 2nd chloroform injection. Paraffin sections of t h e kidneys were stained w i t h h e m a t o x y l i n a n d eosin, as well as w i t h PAS.
Results. All mice survived 1 or 2 doses of chloroform.
2 days after t h e 1st injection t h e r e was a n extensive necrosis of p r o x i m a l c o n v o l u t e d tubules. T h e 2nd dose of chloroform failed to change t h e renal a p p e a r a n c e after 2 f u r t h e r days.
On t h e 4 t h a n d 6th d a y after t h e 1st chloroform dose, the control mice showed ovbious regeneration. T h e b r u s h b o r d e r was p r e s e n t in t h e e p i t h e l i u m of some t u b u l a r cross-sections, t h e m a j o r i t y of t h e m being devoid of it, however. 2 days after t h e injection of t h e 2nd dose, t h e r e was no difference in t u b u l a r morphology.
On t h e 8th, 10th a n d 14th d a y after t h e injection of 1st dose of chloroform, t h e r e g e n e r a t i o n was far a d v a n c e d (Figure 1 ), a n d t h e r e g e n e r a t i n g e p i t h e l i u m showed t h e b r u s h b o r d e r on m a n y cross-sections. 2 days after the injection of 2nd dose some t u b u l a r segments were necrotic (Figure 2 ). T h e necrotic e p i t h e l i u m showed t h e b r u s h border. Necrotic segments were v e r y few, a n d t h e lesion was m u c h less extensive t h a n t h a t observed 2 days after t h e 1st chloroform dose. Locally, t h e necrotic e p i t h e l i u m was already u n d e r m i n e d b y t h e newly r e g e n e r a t i n g one.
All mice which survived up to the 14th day after the 2nd chloroform injection showed tubular regeneration.
Discussion. U p to t h e 6th d a y after injection of t h e 1st
dose of chloroform, t h e r e g e n e r a t i n g e p i t h e l i u m of p r o x i m a l convolutions seems to be insensitive to t h e 2nd dose of this substance. S e g m e n t a l t u b u l a r necrosis was found, however, w h e n t h e 2nd dose was a d m i n i s t r e d on t h e 8th, 10th a n d 14th d a y of regeneration.
The b r u s h b o r d e r can be considered as t h e m o r p h ological index of a b s o r p t i o n a b i l i t y of t h e t u b u l a r cell. W i t h i n t h e first 6 days it is p r e s e n t only on a few crosssections of t h e r e g e n e r a t i n g tubules, b u t is m u c h more extensive on t h e 8th, 10th a n d 14th day. This fact could justify t h e presence of t u b u l a r necrosis p r o v i d e d t h a t t h e l a t t e r results from t h e a b s o r p t i o n of t h e h a r m f u l substance. Necrosis is, however, m u c h less extensive t h a n t h a t found after t h e 1st chloroform injection. This seems to d e p e n d as well u p o n t h e lesser m a t u r i t y of t h e r e g e n e r a t i n g e p i t h e l i u m ill comparison w i t h t h e n o r m a l one as u p o n its m u c h greater readiness to secondary regenerative response.
Rdsumd. Chez la souris, apr~s l'injection de la premi@re dose de chloroforme, la seconde dose e n t r a t n e la n6crose segmentaire de l'@ith61ium t u b u l a i r e r@nal, depuis le huiti@me jour de sa r6g6n6ration. Apr~s la seconde dose, la n4crose t u b u l a i r e a u n e moins grande extension.
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